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(54) ANALGESIC AGENT CONTAINING BIFLAVONOID AND DERIVATIVES THEREOF AS EFFECTIVE COMPONENT 

(57) Abstract: 

PURPOSE: An analgesic agent containing biflavonoid and derivatives 
thereof as a main component Is provided which exhibits strong 
analgesic effects similar to indomethacin as a conventional analgesic 
agent and can be widely used as a stable analgesic agent because It 
shows almost no cytotoxicity even in an excess amount. 

CONSTITUTION: This analgesic agent contains biflavonoid of formula 
and derivatives thereof selected from a plant such as a ginkgo nut, 
Lonlcera japonica Thunb. and Selaginella tamarisclna (Beauv.) Spring 
as a main component. In formula, R1, R2, R3 and R4 are H or methyl. 
The biflavonoid contains Amentoflavone, ginkgetin, isoginkgetin or the 
like. 
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-E7 

S-I^ar fF'S!Sl-el--&(amentoflavone)S] ^-f- 2)--g-l- a)^^ ^2^-1. 7l^S] ^-f-;'!!'?! <il S.°flE^^(indomethacin)Sl «)2Sl-<H 
£.2fe 7j;Hl^(ginkgetin)Sl ^^fl- 7l#Sl ^ASl^^^S^ ^ijq-sj- blj2.si.o^ q-El->a 



■Sl-i-Y-Ei sH'^olM- «fl^ -1-21 jo^^^^l, "y^, ^«-!) f-£l ^>-g-5l«H ^It^lM- a -y^^ c^tBf^ ^o) ne-lsi- £41- 71-^1^ ^1^ 
"i^^]^] ^3):^. cfLV cl-'^ft!- i^i-sVM- l-ef^°|H2l- tfl = ^(terpene)7ll Sj-th-i-f-olnl oil- ^^^<^1 

cf-y^t^ ^el 5^ 5,V5i 3)-^^ 71-xlai o^Aoi -y-^^ ^^Hfe- €r^^A ^2l2>«-l-o)c(flavone glycoside)^ 

Kl-ef^i ^ -g-^S^^S-^-El '^l-olol-SiilElAKsciadopitysin), 7j;Hlfl, ol^i^J;^)!^, ul-olS.allfl(bilobetin), ^ 

gi^tl «!• SicKcfltl-'il^ ^Sl-^i ^1 96-4025 51, 96-9183 ll). 

-& ^"g^Vl-^ 'y■f•2^ €^ ^a.i4SHl-^(ochnaflavone), olrfca.^SD)l^(isocryptomerin), H^Sofl^ u] 

(cryptomerin B), ol-i^S^el-^ f-fr a^-^V^ HV<^l€e}^:noiH ^"-g-i!]- ^i-li- 3)-§-2l ^3* §{• 

oil- t-atb «V ^^^3. 96-9183 ±. cfl*!:°l^ ^*l-t€ ^1 92-11752i, ^^1 94-12693 S.). 

^ "S^^V*^ H^, T3«i<HlAl >S;*il?1: H}oisgi.ii,olH ^^1- ^-^jofl sj-sH Ri^ ^-^-^i-i- Tfl^sl-oi f^, ois. wH^el- 

a-i^oiH ^ -a-£^l £fe oil- a^vsVfe- ^s^, oj^^ ^Bjj ^71^71- ^1^^')-;^1 "k^sl^l^l ^1- Jl3}-1- 7l-;^l^ tm^m. asi 
^^^^^j-i- ^^tb ^31- "^ll-^l "a-^^r ^f-^lS. >^>-8-« ^ 5I-§-i: ^i-'?!^ o.S>«l ^ fg^- €t^^«l-5Jcl-. 

^ ^"^^ MVol*el-a.iLolH zil- it^-^ ^71^21 ^%A^^^ ^ll^-gr •§•£* ^1**1-^ ^^"=11 :2 



^J-71 'a:-^J#7l ^*1-<H, -S- H}-oii-el-:a.toi^ ^ o.c^) j^5^j7 oi-i-o; otevai 0.5. sl-g-s]^ <g-g- ^'■-a-sV^ 2: 

<5l ttfl ^o'-7l ul-ojl-el-iiiioics.^ oV'SlSl-el-^, 7j;Hl^, oli^J^l^ f-* 

^% ^ "ii* ^71^1- -frji^d^o.^. ^^^\^ 3^^^^% ^■i-;^is. ^i-§-*}-^ •§-£♦ ^^i^ttci-. 

^ ^^-gSl HVol#el-a.hio]H •^£sl)l-'a- ^«8, ^f-, f-Sl >=)l-*ll^^El »\o\^^^hL<=>]E. ^ £^ oil- a 

Ajl- ?^]7liSl ;<1l2i«J-»a^ cfl^^^ ^«l-t€ ^)92-19256X, ^l93-1152± % ^194-1 2693S:«fl 7l|Als1<H 3X^B.S. olsHl'^i 

^ ^'g'Hl al-oli-el-a.:3iolHfe- sl-7l S1•^^A^ 1^ a-^lslfe- Sl-t'-^* S.th^cf. 



'3 



OH O 



^ofl^l Rt, R2, R3 °A R4^ £^ °fl«7lolCf. 

-f £| 5)-*}-tigr 7j;<ile}olo^, R^ , R^o) ^;fco) ji R^, R47I- d1)^71o1 5l-*M-^ o) i^J ^1 "^ol Jl, R^, R3, R471- ^^rtojjL R27V 

"11171 01 yi-^s] ^^'--i-^ uVol^aB^olD^, R^, R2, R3, R47I- S.^ 4^i<Jl :^-^S\ ^t'-i-'g- o)-^Sl-e1-^o]tq.. 

^^"A -gr'^mr "11^#S. ^%^JL "gS oil- cl-^1 l-S-S-S.^, 'Hl«<»HlEflolE^ ol-§-Sl-oi ^^V^ 

S. ^^Sl-jr tt=^^^eM ^laiSWul- A).7i Dil^-g- ^a-i- -y-Hl5}olB{amberlite) XAD-2 ^^^^^=]]^^ °flli-irS -S-»^l?i -g-°Ji# 

5.n]-Sa2fl3l* =^-«Ssl-'S ^^?!: aMl-el-^iiolH'y iaq-»e1-^ol ^sl^c^. 
^a'41-a^-^'& sl-71 23. a^islfe Ml-o)^el-ii2to|Holrq-. 



O OH 




OH O 



^lEflojH, ^^^-i- oI-8-e)-<H ^*>^ ^^SVjI ^^^^sH ^l2:'&cl-. °11- ^iy\ <S\7\i:.<^^\^ "i^^ ^^^\^ 

aSn]-£aHfl3|l- 4=*S«1-^ 3^£°il?l Hi, Ol4;3^S"ll^, «>l-^s*El-^o| -g-ai^cf. 

-S- 'a:^°fl^1^, «Ml-El-.a.i^°lH ^ -R-£^l SEfe- -il-S- £^ •ai7lih£l ^-1- a]- -§-•§: ||sl7l ^^H, -a-^^o]) aj-^e)-^ ^-f- 
3!--8-i- Al^aij-^ ol-AflEA). A) ^(acetic acid induced writhing test)* ol-8-?!:Cl-. 

'•I «)1 ^J-71 wMl-e1-iii--<=lHS.^ "^l-jflS^e^-^, ^oMl^, <^U^d;«im, 2.3.^^:^^. hMS-uII^, Afojol-sjilEl ai Af^sV^ ^ 

olS., <>Me.y. A]^^ ol-xflEAV^ ^o^sl-71 30^ ^#<H1 -^-71 uMl-el-^iiolHM- ^"S, ^71^1- ^ 

°^?!- 10^ ^-Y-Ei lO^^V •a^.J'l^ ^^^Vcl-. ^J-7) Al^oflA^ 7^^%: •ao.^i^ 54.71- ^tV»fl oil- "flSl A] 

a -f-o^^^* ^^*t-<H ic 



^ ^^^S) uHl-el-^i^^lH °A -frs'^Bfe S£fe tS^^ •^7]:i;7)- ^t)S.-g. ol=;^lS. cl^f^l ^^sfl-^ife ^oHl^l ^ 

U-'S'Hl SlsV'H ==r 5I^°1, ^ ^V*il SEfe- e^Sh-aj olS. ^*fl(carrier), -^-^^l (forming agent), S| -i^ (diluent) # 

^ ^ti-sj.o^ 4^, =8^1, £fe f-si olS. ;«1|2:S1<H av^^ ^ ox^, 

^ «^v,^ofl tt)-^ -S-JL-*j^51 olsfl ^<^^^ AW<HlAl S-^a-^J^Sl :i-=^£., #«-AJS^# ^ ufl-a^S. *^V21 -y^, Aj>i 5J ^oi-Efl, ^IS. 
%v ^^o^ f^f^^S ■f-'Hl ttfel- ^^SIM-, "atV^JS-S. ^j<y<^l7ll l-a-Hl 1 - 1500 mg ^E* -f-olsVL^- 50 - 1000 mg ^ES] 

50 - 700 mg 2^ ^^o] e)c^ ;*llat!-'^. HV^^i^Wl^ 100 - 500 mg * ^l^S|-e}-fe #c}-. ^l^S}-^! 

^"H^ ^l^lfe ^S-oll i4e}- f-<H* ^'-^l^WM- ^^^Vsi 7fl<ysi ^.^ofl nl-el- ■f-^^'^^ ^y-S-^:^ 

& ^v-gS] otsj-^j ^Ajl-^ yl^g^S. ^<H€ =r al^^ -f-<^^ e-^vfl, ^j^t-vfl ^o^, jq^ii f-o] 71-^ 

-f 1000 mg/kg ol^a-^s. q-E^-q- tv^^ ^-S-^s. 4^ ^"ilsV^gcf . 

<^Al<4| 1> ol-AflEAVo. 014.^ ^^6] o.£^>gfi] ICR 01-4-^ 6°l-el* ^ JL^^S. 0.7% oWS-^V-i- 10 

^ ^^El 10*^V "a-^.?!^ nV^>: 

<'aAlofl 2> o|-'?asi-el-^£l ^-i- ^■%- 2:Af ol-^lSl-ef^* 0.5% t-V^aI Dfl^-a^^^>i(carboxymethylcellulose)°fl °}^^ 
^o] 30^?i°fl °]i\-^^^S. ^^o*- ■f-'^sV^Jl, 100/i« £1 0.7% <^HlS.^>-i: ^<H'& cf* <a°.?l^ °}-^^ ^1- ^^^M 

(indomethaclne)^)- a] jEtb ^^l- icso ^<^1 <a£.'^lE}-tlo) 3.8 mg/kg, <^l-^S#2l-^ol 9.6 mg/kg.5.S. M-E}>icf. 

<'aA)m 3> ^J^l^Sl ^-f- Sh-i- 2:AV>^V7i 1, 2'>\]MS!\- ^<^4.^ ^oMl^^l ^f- 4-§-* ^^fl: ^^^S 2'HIa^ ^o]^ 

hVsH- ^i-o) ;5i.f.3}-.§.^ q-El-ifl5icl-. 7j;,)l^sl |C50 SJt^ 8.9 mg/kg ±S.i^ ^^^t!: ^f-^*-!-* .a^cf. 

<-aA)<4| 4> 7J;*]1^ 5^ ':'li,7j;,]lEi ^^V^2l ^f. a}-.g- 2:Ap„V7l ^a)c^1 1, 2^11^^ 2)- ^°J?!: ig-'a^S. 7j;^le} n] O] ±7Q 

S\ ^Jl-S- ^^?!: ICSO ^<*1 10.4 mg/kg .2.5. M-El-H- ^oMl^ "^-^ -¥-<H?2l- -Pi-A].^ ^f- ai-.§.^ 





^^^(mg/kg) 






10 


40 




10 


32 


Al-olo]-i£li)ElAl 


10 


28 


ti].ol:f 


10 


38 



mg/kg -f-oi^V ^4- 1000 mg/kg ^V^I-HIaI ^A^^A^-i- jaoj^^l SjroV, -frSL^^flAi a}^^ ^ ^i^o) Sj-ojsl^icf. 



7l^S] 7J-^^V <yE'^lEl-^4 -a-A)-?!: 7J-^?1: ^ojo^, s^-^ J!^^oflAi= s-Aj-i: 7] 21 ^^^^] ^o} ^J- 




^ R^?} (ginkgetin), 5£fe RtB|- R30I ^4;o)al RjSl- R47I- ^^7]9l <^l4i^J;*llli(isoginkgetin)^ ^3* t}^ 



